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Abstract of JP4095070 

NEW MATERIAL:Compounds of formula I (R<1> is heterocyclic group; R<2> is H, lower alkyl or 
hydroxyl-protecting group; R<3> is H or lower alkyl; n R<4> and R<5> are H or lower alkyl; R<6> is 
amino, nitrogencontaining heterocyclic group or ammonio; n is 0-6). 

EXAMPLE:Hydrochloride of 1-(ben2o[b]thiophen-5-yl)-2-[2-N f N-dimethylamino) ethoxy]ethanol. 
USE:A remedy for brain function useful for remedy of cerebrovascular dementia, senile dementia, 
Alzheimer's disease, aftereffects of ischemic encephalopathy, cerebral apoplexy, etc. 
PREPARATIONS compound of formula II is reacted with a compound of formula III in a solvent such 
as benzene, as necessary in the presence of a base (e.g. NaOH) at 20-150 deg.C to obtain the 
objective compound of formula I. 
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100 ffl^A/, ffJO<B-, 0.8 ^lOfi^A/X-^So 

c<ost5ea«, -78T~ioo t;, 

U<«, -78-C-50XIT, 5»H~24B5KII€J6T 

SSnfc-fij; [XX] <oit^»s?t«^(Offiw, 

¥81 r JC ^ 03 * 3" -3 ffCOSJBfC ffl ^ T t> J: t> „ 

>a«5\ ccT-«eS?n*-Ksc [xv] ©{ta% 

• ^ ■ V -> X ? - -> ^ ^ • (>'• 77>t (Bull. 
Soc.Chin. Fr.). 1967(5). !B1533-1540HlCffi«? 
n T ^ S 7J ffi TU Jg T * ^ # T S «> . 
(2) -«3C [XM] ©ft:^«3$ fctt^-OD S IC-K 
Si [IX] <OItS%)*/S:«-t<Offl€, M«©#ffT 

STT-gl5?li*CtCJ:i9, [ Id]©fc 

s ?& a tt -5- co ffl «■ si a t * c t # x- s * . 
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Cl©KI5i:£ffiSn&^^kl/Ttt, SC&ICS 
S ft X J- U > 35 «fc Cf ? a a * A/ A S £ © / \ n y > 

/U©*lf7*y-/l/'9:<i:©7A'=i-/l/3S ;?th 
— MJ /l/©cfc — h li A' 38 : N . N-S?;X^;u 

£>SlCf5i;Tffl<.>Sn£|fcS5©fcraffitt, -K 
it [XH3 <D<t^%l*fc«^roJetCWL/T, 0.1 ~ 

fctitf. Buiffl©Sjii£2©(3) T-^^fctIBJ» 

©issffSMfsn, *fc, -ks; [ix] ©ft &«3 

3: <D & £ & § £ U T « V * 2> C t; t> T * „ 
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-Kit: [IX] ©ft£3|^U< «*© St fctt# 
g£i5i;Tffli>5nH^gjgg«, -Hit; 

C©5l5«jS», 10-150 *C, tf$b<«, 20 
~100 TJT. 10»-v20RfaH86rntf,fc^«, 

£*fc«igg«, *ns©ttflici5i;, tns* 
mm t. L/ xffl ^ * c 1 t- s * „ 

[ 1 ] , [la], [ IV ] , [ V ] , [ VI K 
[ VI ] , [ VJ ] , [ IX ] , [ X ] , [ XI ] , 

[xi] > [xb] , txiy] , tw] ««ccf txa] © 

-«5t [ 3 ] , [ ffl ] , [la], [IV] . 
[ V ] , [ VI ] , [ VI ] . [ VI ] , [ IX ] , 



[xi] , [xi] , txm , [xv] . [x«] , 

[I]. [la], [lb], [ic] tt&v [ Id] © 
ft S&i tester, ckd4->;h, 7^/i$fc 

* s «c is i; t e it & fa © 7> m x- c n 5 © « s s * 
c©«fc5icuT»5nfc-a8a: [ 1 ] 01 . 2 

fitti, IRSa^tf/J^A ?n ? ^77 -f -&£* 

-BSIU01. 2-x?>$77r-;i/ 

R3H*3:fc«^©JB«-, fc£;?L«\ RftEP5, jg 
7cSJS, tt&UEIS, 7^/HtEJ5, 7/l/*/MfcK 

15, K*El5©<fctfl)0*#l!e5J5&<t:£»&SO© 

iEtI]©1. 2-l$»>2?#-/U8?»i**fctt 
; e©tgJCR#T*C£tfT-S«. 



*RWftst)*»£Tr-2>fc©©!j§i*4x-35 
&-«is: [ n ] ©{ts«)«, e«t£f38]©^a, fc 

(JACS) , ?g1353Jf 
( 1965^) , fi^Kib^Kffi, ^14#, SB579 S 

So 

^.ffl, ESJPJ, ?LffI, SSI, 5/Q5'TffJ*te«ffi 
S3 9 J % E © «5 IS T S □ o« fc B 3f S □ T S ^ T 2> CI 

G3RB, SS©«?IIS, <*M©J:l/JEl/{K:i5L;Ta 

UT1 Q0.01-500 ISl^5»l£0u:»rjUT 

oric, ^«^©KSWftS«i©ilgffiffStcc3 
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1 8M0E© ddYmffiv?;* ( 5~65aiB) IC, 
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2. StftJEftfS 

a) Sft&»2/ 9 (ECS) 8«BH*xA/ 
1»ioe<o ddYJftlfx"};* (5~6Hit) <c, 

47fy7-^fl'- (Step-through)2C5»lia 
BSHISS (HPA-100H, 2Bl««?tW) <0«HS<C 
An. es«CAS£*a?->K7*Bii;, 0.5 
»«CS§£ (1.6mA , 3»KI) GROW v K 
tCSSOT, H»8afr*fTtV BRUSH IB 
S/M/TECS (25BA, 0.58>H).£a*5L,fc. 

KM (gCSSBS) 300|frHfflSLfc. 

o 7s c o t> x u x stos & *ass O fc . 

- : O~60g> + : 61-100 & 

: 101 ~150 » : 151 ~300 » 
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lohexinide) SfSSS 



b ) ^ ^ a /\ 4-" v < K 

-> ^ o /\ ^ * K tc * «9 v -5 ^ «a? 
• ?T«K 313 3,31 127-136 M (1983$) ] 

IS® • 8# • ?7», 3B3IK Sf 127- 
136 SC ( 1983$) t> < J;lfa*3SS^?8&, 
S§89g, |& 243-252 Sf ( 1987$) tCffi 

S<5\ Sit L>Tm&ft»ZT>l'J.<DiriJ 
v Kfl>S>3:-5«22ai, «22<a, B£21cb©J£& 

XStep-down) 

1»10EEC5 (5-6SB) «C 

^K(120«?/K») SSTS^b, &5-15ffffilC 



tUT, 24B5K)«1C, i/^D^*^^ Kffla^ 
£T-©miS (SfSfiH) 300e>Pd8HSU 

ic o ^ x =& jm * «c o x s is ?§ £ n s o fc . 

- : O-60# + : 61-100 # 

: 101 -150 f}> *** : 151 —300 & 
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3. 7tf;i/3 'J^^r 7 -tfffigffcffl 

-f-A/V> (Ellman) 5©7?i£ [ /W ?f ^5 

a A/ • 7?-?3dj?- (Biochem. Pharmacol. ) 

I7i, £88-951, 1961$] «C$i;Xfro fc„ 
*$£><5, 5. 5"-5?**tr>l- (2-- 

hagmSK) tOTHS] . H&fl:S«!)iJ5<fctf7 

-fe f- JO n y > I * r 7 - f K <t b X © ^ US 

K£412 nBX-aiSbfc. 

m t £ & <a a »t s e # i om / «e o -t a? ?t ^ 




4. .mtisis 

18*32i<7> ddYmMv9^ (5~63SfiS) IC, 

* ffl s is as c s s? <* n at k f t s & £■ » m ft a ^ 

?^BS, K»itS«aS^l, 2. 4, 5, 8, 
14. 16. 26. 49. 57. 58, 64, 66, 74, 7933*1/ 
35<*Mt£%)B, 50*9//»t-5Et:lHeE«>5nfcj!>> 

y v-x^x^-fssfFfg^wu, /*oi£g&x- 

39* C t. # IC1RT- £ -5 o 

s « * i/ is $ * s t- <d *s i9 «c ffi v> x ^ re s is a m 

e*£fflibXffl^aC£tfX-S*fl;&%jX*<&4C 
<t6^5»»X-35*. 

immmi 
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7734(Kieselgel B0.Art.7734) ] €-8H^fc« 

Me : X^/K E t : x^u. i-Pr WV7 
□ tr/U. t-Bu : tert-y^/U, Ac : 71:^/1/* 
Ph : 7 i - A/. DPM:*;7i-/l/>f/l/, 
8 2 : ^>^/U. Tr : hVfA/, I PA : -f V 
70 tr;i/7A/i3-/u. i pe :$?-<v7otr^i 

-t/K PTS : P-h;i/I>:*A/*>R 
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(1) ( + ) - v-rvtry^BV? x -ns?anx 

5>7.5 3 Sf h7t FD77>15o2tCfSB?51!: 

Q^T, SE5E^«l*iyfEX^A/80aiea5 < fcCfi!c^ 
ft 82 0 fc £ « B £ * 33 J: V S ffi 6 £ * T IK ft ft $ 

;u-io : i > Tsarna, <r>-i-cs> 

'/[b]f*7i>-5-f^)-2-7atl 
*y-;u3.8 

(2) (R) -1 - CS>V [ b] f*7i>- 
5--<A/) -2-70fI?/-A'3.5 S^*? 



¥4-95070(12) 

10#HKJ*T*>. •3t^^Pn5eS»*S?xy-A/ 

I - r Jlstoall 35 J: UK * 60«2 <7) jg £ IC 9 A U 
ft, HBB£#IR:r5. *i«J?If-;H-7A/ 
30«eT»lUT«. te£ii$i*5fc©*ll»BiS.»1*T\ 
*35cfctf6afflftffi*T-«&8ti?Ur;:ffi, 8S*KtK 

?ntf, (R)-2-{^>«/[b]f*7i> 
— 5 — f > **->7>1.9 
: 72-76X; 

SEftK : [a]p --B.4 * (C-2. CIIC1 3 ) 
o (S) -2- CK>>/ [b] f*7i>-5- 
KfS : 72~75T3 

BEttK : [ cr - + 8.8 * (C-2,CHC1 3 ) 

2- CN. N-v^^/i/7^y ) I*y-/U31 
alVl\.<in-7Y-*i/nvOi* 17?€OTS., 80*C 



V [ b ] f*7i>-5-f^) *4=2^7> 5.2 

80~85^T 1.5RfSS-SUTaTUfc«, » 

E*5H£«3£tfig]U, !rEX^60m*35<££f#* 
60«CCGB£iauc»AU, ^«SBS-»ffiT*. *B 

«$5(c»Hx^^3o«eT-!i&ai-r*. sums*, 

6 NffiRT'PH 1.5CHSO, *B*#81T 
•5. ^RU/t^BC^aa^yi/ASO/rf^ai^., & 

T*. #JRU«:*r«B£*T-&??Ofc«, **§5 

SI/, »5nfcffl«»S7t h>50*£{CgFKi*C, 
COiSK5 N£Bffl{t*B-x$« y-/bJ3B 
«.3«e£JM;t. SST-1 RHRfPT*. COiSS 

»«c j?x^A/x-T7i/20ffl««ai*, sskiris 

(^V , /(b]f*7i>-r5--fiH -2- 
[2 - (N. N-9*1-ns?3.S) X 



B& : 191.5—192.5 "C 

£ E TOH-Me 2 CO] 

533, H - 5*OR 1 , R 2 , R 3 , R 4 , 

r 6 33*o t ntt, ?nfn, or©3;coB»s$ 
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wmm2 

3-ev>>>*9S->i/ 1.6g. tert-Th* 

- (^>y[b] 7^>~5--f/l/) * * ^ > 
2.4?£-»a;t> ^5nfcigr%1»^85-90X)T15» 

Cf»KX?^U50in£<DE£«&IC#AO, 6N8BT' 

phi icasufcs, *«s-#irt* 0 tfrcofc* 

9.5 tCSBSUrc«, #BaB^»Kr^o 

77 y — (SJttH ; ^an/UA : x*y-;u- 

so : DTsarnw:, i t>] 

— 5 — C A/ ) -2- ( try?>-3--f A/* 
8£,<S : 85-86-C [IPE-EtOH] 



— 544 — 




121. 5 

125 
[AcOEt] 


LO 1 — 
.XLU 

r- o>OQ- 

cvr ~ CM 4-» — 
f- i-LU 


4-* 

in lu 
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If) ~ CO o 
O) OJ < 
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wmm3 

(1) tert-Th^>'/iy 5.7sa5<fcl/X^ 

?#2- C*>V [ b] f-*7x>-5--f A/> 
;t ^ ~> ^ > 1 8 9 v * ^ Ji/ 7, Jis * 4= V V 3 0 art tC S 

a*7UA : x?y-A/«20 : DTfSSHTni* , 1 
- (^VV" [ b] ^?T7i>-5--Y^) - 2- 

: 119-120.5 -C 

[ E TOH-ACOE t ] 



-545- 



(2) 1-(^>/(b»7i>-5-^) 

- 2 - (2-eh'Q* f ^> * -> ) x 5» y - ;u 

-25*CTp-h^X>;ui/*-/l/?D'j h" 7.2g£ 

6NJSI5 103srf, a<J!K50fli25'«fetf ?If;H-f 
/U lOOmGCDgSBalCSAl,, 6 N JSKT-pH 2.0JC 

X^;i/X-x^30n2T-»ai-r'5. Jfc£i3E£, JfcIC 

S»7A?Q?h?77-f - (SSS: hA/X>: 
irfix^A/-10 : DTUKTnfcf , JK&ttttQI 

- (^>V [b] f*7i>-5--f^) - 2 - 

[ 2 - (p- hA/X>^^/^-;u^-^5/) ih^->] 

(3) 1- ("S>y f b] ^7i>-5--fA<) 
-2- [2- (p-hA/X>*/U* -/Utf**/) X 



ft Efl ¥4-95070(16) 
p*->] X*/-/U 7j**©J;U f 3. 
□ -2H-t7> S.^WsSSItfcffifl:*^!/ 

>40 i !i2©?^g(C > SST'tT';^^CA-p-hA/X 

>a*/*:jt-t»o.97»«»i;i» ®$nt:&&®*: 

i^SKT-20^S, 5 6tC4i)~45t;T-30^ia«}f T 

ssrnii, i - ( [ b ] ^* 

7x>-5--r/l/>-1- (2-f h7CKQf 
^ -yu*^^) -2 - [2- ( p- MUX>;*A/* 
-Jl/7t^->) Xh4=5/J X*> 8.7?^^*. 
(4) I - CK>y[b]^7i>-5-<iH 
-1- ( 2-f ^eKat^-ZW^v) -2 
- (2 - (p-hyi/X>^A//T»=.;ujj-=t->> xh* 
5/] Ii>> 1.59«X*y-/H5«tftCg8?£-e, 
C<ES&(C40%;< tWU75>*SS[ 4.9a£€-S0S., 
8Snfcg£&)£1 B3R35E&T.&. CH»T, S(5 
m. & % £ * * 2 0m£ 35 * XI V X A> X - r 7U 2 0a2 <0 

H-^X^;UX-xA/20/B2T-»aiT*. tttHH*, 



6 Nffiffit pH 1.5lCKSbrc1$. SST20#P«gB? 
Jf^S. *IE3:#!Rb, fjfiaig££ "SICTKIO/itfT- 
ai! Jti T -5 « ?*aiJfi*» 5£tC»KL/fc7KHt^t>-tt 

t „ Eit* ^ i/ > 30««^ an s.rc», io%*Kft* 

h'J^ATKSRT-pHIKCjBSIU, fttaS^fyffiT 

«i£T*. msnfizmmitoz ?t h>7«#ic:s 
-T^7«j€iiiA 1 tffaia*?pflKTn«, i- 

(^>V [ b] f*7i>-5-^A/) - 2- 

( N-> x 1-4=^) x^y-A/OJBK 

ffijg : 201.5-202.5 *C 

[ E tOH-Me 2 CO] 
§1- 7<aft£1*>£#-g>. 



S-7*CR 1 . R 2 , R 3 „ R 4 , 
R B 35<fctfntt, ^nftl, Off OaCEftgS 




-546- 



cr 

4<= 



cr— a 
I ~ 
x cr 
o-o 



i 

SB 


m m i o 
.XO 

/Ti fft a _i in 

L>> 


1 o 
xo 

CM VO 
CO ~- CO <D <D 
CM 


219. 5 

220 
! (EtOH- 
AcOEt] 


§ 


O 
X 


2HCI 


o 

X 


C 


CM 


* 


• 


CD 

on 


v 

Y 

xz 
1 


o 


LL 

1 




X 


* 






X 


• 




or 


X 


* 


* 




I CO 


% 


• 


4£W 


r- 
CD 


CO 

CO 


Oi 
CO 



to 
8 



I 

K 



WOn-T 4-95070(17) 



138 

149 
[EtOH- 
a r OP 1 1 

i AvUC V J 


.x~ 

C3 t~~ UJ 

*~~ *~ ■ UJ O 
— < 


in 1 ~ 
X*- 

CM CO O 1 1 1 
CM *>» CM *-* O 
CM CM LU O 
— < 


H 


o 

X 


* • 


CM 


* 


* 


4> K| 

z 
1 


z z 

II 


X 

z 
1 


X 




* 


X 


* 


* 


X 


* 


ft 




* 


% 


o 




CM 



nt&m4 

(1) 2- (^> < /[b)77V-5--fA')* 

**->7>i&J--tf 3 - tT'J-?> 
>$»y-/K0ftfc9»C, 1. 4 - v*/l/^ A/- 2 

- tr^-7 5?>^ ?y-;u*ffl^T. ^flgffii2tiBi 

[b]f*7iV-5--f^)-2-( (1. 4 
-5?*A/5A/tf^5i?V- 2--T A/) > h*^] 

(2) 1 - CS>V [ t>] Wi V-5-^A<) 
-2- [ (1. 4-?'T<;i/5/UC^7y>- 2- 
•< A/ ) ^h4=^] x ? y - A/ > * y - A/ 

1.5aCICfllK31i, CWS&C SNKfiSffifc* 

[b] ^*7i>-5--f/l/) - 2- C (f^7 
> - 2 - -Y /!/ ) X* y-A/roZffilS 

9 (ffcS«D§*§44) 150«$£S2>. 



gfc£ : 216~ 218*0 (#8?) 
IS 86 09 5 

(D 2- (N-h';^A/7?.y ) x5»y-/uio 

9, tert-Th^^^J 3. 7g 33 <fctf ^ 

A/ 7, A> * -> K 30«« <& jg £ & « 85*C S T* gjS $ it , 
C<0HS«5tC» ?0>2- CO*/ tb]f^7i 
>-5--fA>> 7f*->^> 5.8g*5?;X?-A/:*A/ 

5»BBKffT«. O^T, £f5££%*** 150 
«««J:yiHSlf-fl/ 100m«ODE£«!ltCSAU, ?§ 
«IS?^Q!?$. *H££5tClffiX^A/30*«T- 

n&UT h^e h*a7^>30ne£anju ssn/t 
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1ST, Slfc>^U>50ae*l"*, KBJJ'JCAT- 

- ( ^ > V [ t> ] i>- 5--C /I/) - 2 

345) i.zse#*. 

: 87-90. 5"C [ETOH-IPE] 
(2) 1 - (*C>y [ b ] i >- 5--f /u> 

-2- X 2 y - A/ 1.1s 

si? j -/nooietcjsiffeG, c©sjgtc7?A/ 

Kl5E£%UCJ7X?-fl/X-T 

[bj ^7j-7x>-5--fA/) -2- 
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BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ black borders 

& image cut off at top, bottom or sides 

□'faded text or drawing 

of blurred or illegible text or drawing 

□ skewed/slanted images 

□ color or black and white photographs 

□ gray scale documents 

Klines or marks on original document 

□ reference(s) or exhibit(s) submitted are poor quality 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 
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